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,ase r,nd bcloxv and or attached an Office eommunicat.on concerning this application or proceeding. 



Application No. W Applicant(s) 

09/974,882 NOLAN ET AL. 

Office Action Summary Examiner Art unit 

Daniel M Sullivan 1636 _ 

- The MAILING DATE of this communication appears on fhe cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. . ..,.„mr.i f,i,.d 

E^Jn'!,ns 01 Inn. n,,.v he unOor ,h. pro.s.ons of y.7 CFR 1 ri'x.. m no event, noweve,. ma, a ,epi, .A. tm.el, f.lecl 

SIX MONTHS fren. the n,..,,,.) d.ile of 'l";;;;;"';-;;:;^';''; ^,_^„„,,^ „„„„„„„ „, „„r,, :30, d,..s t« considered timely 
_ If ,1,,:. period 'or 'epi , sper.itied Htje.e is less ,lwn tlurt, . .. . ; - ..^^^ g,., ,f,, ,.,0NTHS trom the mamnrj d.ite of Ihis coin.nunicotinn 

- " - "-f ' appucat^n .0 become ABANDONED ,35 U S C § 133, 
.An. :ec;:;ved Sli;;;;:;:; uianuir:::,!^.^;' ^'.er m^lmg da.e o. ... un,ca,ion e..eii limel. -lied, mav roOnce any 

e?'i'.od patent terrn sdiustirient See 37 CFR 1 704(b) 

Status 

1 )□ Responsive to communication(s) filed on 22 July 2002 . 
i 2a)n This action IS FINAL. 2bM This action is non-final. 

I 3)n Since this application ,s in condition for allowance except ^or formal mat^^ T,?o g' 21 3 " 
I closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

■ Disposition of Claims 

i 4)n r.lpiimfs^ 1-21 and 23-25 is/are pending in the application. 

4a) Of the above claim(s) 1-20 and 23 is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) n Claim(s) 21.24 and 25 is/are rejected. 
?)□ Claim{s) is/are objected to. 

S)B Claim(s) 1-20 and 23 are subject to restnction and/or election requirement. 
] Application Papers 

j 9)n The specification is objected to by the Examiner. 

i 1 0)D The drawing(s ) filed on 10 October 2001 is/are: a)^ accepted or b)S objected to by the Examiner. 
I Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

I 11 )□ The proposed drawing correction filed on is: a)^ approved b)^ disapproved by the Examiner. 

! If approved, corrected drawings are required in reply to this Office action, 

i 12)[3 The oath or declaration is objected to by the Examiner, 
i Priority under 35 U.S.C. §§ 119 and 120 

; 13)n Acknowledgment is made of a claim for foreign pnority under 35 U.S.C, § 119(a)-(d) or (f). 
i a)nAll b)n Some*c)n None of: 

' 1 .□ Certified copies of the prionty documents have been received. 

' 2.n Certified copies of the priority documents have been received in Application No. 



3.n Copies of the certified copies of the prionty documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) 3 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application) 

a) □ The translation of the foreign language provisional application has been received, 

1 5) [3 Acknowledgment is made of a claim for domestic priority under 35 U,S.C. §§ 120 and/or 121 . 

Attachment(s) 

FTI . . o . r lorn p.q9\ 4) H Interview Summary (PTO-413) Paper No{s) 

1 ) 1/^ Notice of References Cited (PTO-892) ^' l_j y 



1) ^ rjotice Of References Litea(Kiu-fiyz! ^ - ,0x^1^9^ 

2) 0 Notice of Draftsperson s Patent Drawing Review (PTO-948) 5) □ rJotice of Informal Patent Application fPTO-1 52) 

3) □ information Disclosure Statement(s) {PTO-U49) Paper No(s) ____ 6) U Other; 



""'--r j'^l^^^r^^-: - " " . ^H.n Mmrr.;,r^/ Part of Paper No. 8 



PTO-326 (Rev 04-01 ) O^'^^ Action Summary 



I'auc 2 

Application ("oiilrol Nuniber: 09 974. SS2 
Art I nil: l^.'^O 

DKIAII Fl) AC HON 

This is a l-irst OlTicc Action on the Merits ofthc pendmu application filed December 10. 
2001. which IS a continuation o|-09 4.5.3.61 0. filed December 3. 1999 now abandoned, and claims 
pnorily to Prov isional applications 60 1 10.950 and 60 1 10.951. both filed December 4. 1998. 
Claims 1-21 and 23-25 are pending in the application. 

Election/Restrictions 

Claims 1-20 and 23 are w ithdrawn from further consideration pursuant to 37 Cl-R 
1 .142(b). as being drawn to a nonclectcd Invention, there being no allowable generic or linking 
claim. Applicant timely traN crscd the restriction (election) requirement in Paper No. 7. 

Applicant's election with irax erse of Group V, claims 21. 24 and 25 in Paper No. 7 is 
acknowledged. The traversal is on the ground(s) that Groups V and VT arc closely related. 
Applicant argues that the restriction ,s improper because the method of Group V is limited to 
application of an electric pulse and. therefore, the alternative apparatus cited by the examiner, 
which do not pi-ON ide a means to administer an electric pulse, could not be used in the process as 
claimed. This is not found persuasive because cn en if for the sake of argument, the electric field 
source is a necessary limitation, there are a number of limitations recited in claim 23 that are not 
necessary to practice the process of Group V. For example. resciA Oirs for the chromosome and 
cells need not be integral to the apparatus and mixing of the chromosome and cells can be 
accomplished by hand without the employment of a controlled pump. Therefore, the process as 
claimed can clearly be practiced by another materially different apparatus. 



Applicalion Control Number. <)') 974. SS2 ' ■ 

Art I nit: 

Appl.eant furllKM- argues that the same art uouki Inu e lo be searched lor consideration of 
the Croup V methods and the ( iroup \ l apparatus. However. uiN cn that ihc process can be 
practiced bv a matcnall> dUlerenl apparatus, a search ofthe process cannot be limited to a search 
ofihe apparatus alone. Likewise, the additional limitations ofthe apparatus proN idc a search 
burden beyond the burden of search for a process comprising the limitations of Group V. 
The requirement is still deemed proper and is therefore made FINAL. 

Priority 

Applicant has not complied with one or more conditions for receiving the benefit of an 
earlier liling date under .^5 U.S.C. 1 19(e) as follows: 

The second application must be an application for a patent for an invention which is also 
disclosed m the Inst application (the parent or provisional application); the disclosure of 
the invention in the parent application and in the second application must be sufficient to 
comply with the requirements ofthe first paragraph of 35 U.S.C. 112. See Transco 
Products. Inc. v. Pcrfonnance Contracnng. Inc. 38 F.3d 55 1 . 32 USPQ 2d 1 077 (Fed. 
Cir. 1994). 

There is no support for claims 21 . 24 and 25 in Provisional Application 60/ H 0,950 or 
claims 24 and 25 in ProMsional Application 60 1 10.95 1 . Therefore, an effective filing date of 
December 3. 1999. the filing date of Application 09 453.610. has been used to determine 
patentability of claims 24 and 25 o\ er the prior art. 



Oath/Dcclarutioit 



Applicalion Control Number: *)74.SS2 
An I nil: 

The oath or declaration is dcicct.vc. A new oath or declaration in compliance with 37 
( FR 1 .(,7(a) identilyinu this application bv application number and tiling date is required. See 
\11Md' WI2.0I and ()02,()2. 

The oath or declaration is defective because: 

On pasze 2. the line designated to identify the Application Serial No. ol the parent 
application does not contain a serial number. 



Drawings 

INFORMATION ON HOW TO KFFF.CT DRAWING C HANCFS 
1. Correction of Informalities - 37 CFR 1.85 

New corrected drawinus must be filed with the changes incorporated therein. Identifying 
indicia, if prov ided. should include the title of the in^ention. mventor s name, and 
application number, or docket number (if any) if an application number has not been 
assigned to the application, if this information is provided, it must be placed on the front 
of each sheet and centered within the top margin. If corrected drawings arc reqiured in a 
Notice of Allowabilitv (PT0L-.^.7). the new drawings MUSI be liled within the THREE 
MONTH shortened statutory period set for repl>' in the "Notice «' Al'^^^J^ 
Extensions of time may NOT be obtained under the prox isions ot 37 C FR .136 for filing 
the corrected drawings after the mailing of a Notice of Allowability. The drawings 
should be filed as a separate paper with a transmittal letter addressed to the Otlicial 
Draftspcrson. 

Corrections other than Informalities Noted by Draftsperson on form PTO-948. 

All chamzes to the drawiims. other than informalities noted by the Draftsperson MUST 
be made 1.1 the same maniler as abox e except that, normally, a highlighted (prelerably red 
mk) sketch of the changes to be incorporated into the new drawings MLS1 be approved 
bv the examiner before the application will be allowed. No changes will be permit ed to 
be made, other than correction of informalities, unless the examiner has appixn ed the 
proposed changes. 



2. 



Timing of C orrections 
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Art I nit: 1()3() 

Applicant is rcc|tiircd to submit acceptable corrcctcci draxNings uilhm the lime period set in the 
Office action. See }7 ( VR 1 . 1 S.S(a). l ailure to take corrective action \Mthm the set (or 
extended) period will result in ABANDONMKNT ofthe application. 

The draw inus are objected to for the reasons indicated on the attached PTO-'MS. A 
proposed drawing correction or corrected draw ings are required m reply to the Office action to 
axoid abandonment ofthe application. The objection to the drawings will not be held in 
abevance. 



Claim Rejections - 35 USC § 112 

The following is a quotation ofthe second paragraph of 35 U.S.C. 1 12; 

The spcciticution shall cuiicludc with one or moi'C cluinis purticukirly pointing .nit and distnicily claiming th 
subiL'ct matter which the applicant regards as his nncntioii. 

Claim 25 recites the limitation "verifying" in line 1. There is insufficient antecedent 
basis for this limitation in claim 23, from which claim 25 depends. In the interest of compact 
prosecution, the claim has been examined on the merits with the assumption that Applicant 
intends that the claim depend from claim 24. 



Claim Rejeclions - 35 USC § 102 

(bl the in\cnlion uas patented or desenhed m a printed piihheation in this or a foreign eountrv or in public use or on 
sale m this eoLinlrs. more than one >ear prior lo the date of application tor patent m the 1 nited States, 

Claims 21 and 24 are rejected under 35 I '.S.C. l()2(b) as being anticipated hy .laros/eski 
cl al. il'-m) Aihil. liioclicm. 2U):27l-275. 

The claims are drawn to a method for c.v vivo introduction of at least one chromosome 
into a eukaryotic cell, wherein the cell is not a plant cell, said method comprising contacting at 
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'aue () 



least one chromosome substantially smiultaneously with the application of an electric pulse, 
therein the at least one chromosome is a yene-beariny DNA protein complex, a natural human 
chromosome, a mammalian chromosome, an artitlcial chromosome, or a yeast chromosome, and 
wherein said at least one chromosome is encapsulated in a liposome nncelle. Please note that 
because the definition of liposome micelle has not been explicitly set forth by Applicant, the 
limitation has been given its broadest reasonable interpretation according to Stcdnum s Mcilical 
Dicliomirv definition of micelle. Anv \uilcr-.soltihlc agiiiviiaic, spontcmcouslv and rcversihlv. 
formed from amphiplulc molecules, to include biological membranes. Claim 24 limits the method 
to a method comprising verifying that the cell has been transformed with at least one 
chromosome. 

.laros/cski cv (d. teaches a method for ex vivo introduction of at least one chromosome 
into a mammalian cell by cell fusion, wherein heterologous cell types arc contacted at the same 
time that an electric pulse is delivered (sec especially the second paragraph in the second column 
of page 272). The method of .laros/cski el al. further comprises detection effusion products (i.e. 
verifying that the cell has been transformed with at least one chromosome) by How cytometry 
(see especially Figure 2 and the caption thereto). The method oUw vivo introduction of at least 
one chromosome into a eukaryotic cell and verifying that the cell has been transfonned taught by 
.laros/cski el (d. is the same as the method claimed in the instant application. 



Claim Rejections - 35 I SC§ 103 

The following is a quotation of .'5 I '.S.C. 103(a) which forms the basis for all 
ob\ iousness rejections set forth in this Office action: 



Paec 7 

Application Control Number: *)74.SS_ ~ 
Art I nil: U'3() 

X ,v„cn. n.,v n,., be oln.inal th,u,,h ,1k- nncn„„n >s ,u„ ,ac,U,c.lU di^closa! or dcscnhal a. scl luvlh m 

,,,|, ,h;„ ,hc M.bKV, ,na>,.r as a . hoi. .ouKl have Ixvn oln uu,s a. ,hc tnnc ,hc nn.n,,,.,, u a. ,uad. a ■ . 
ha. ,n, oal,narv sk,!! ,n ,hc a,1 to ub,ch saul M,b,ccl ,na„cr pcunnv l>a,c,Uab,b,> slu.ll no, bo „cua„vca In ,1k 

manner m uhich ilic uncntion u as made. 

The iactual UKiuirics set forth m (Iraliam v. ./r./,/, Ihrrc C o.. 3.S3 C.S. 1. 148 USPQ 459 
( that are apphexl for estahhshmg a background for determininu obx iousncss under 35 
U.S.C. 103(a) are sumniari/cd as follows: 

1 Dclermininii the scope and contents of the prior art. 

2. Ascerlainnig tiie differences between llic prior art and the claims at issue. 

1 Resolvino the lexel of ordinary skill in the pertinent art. 

4'. Considering objective ex idence present in the application indicating obx iousness 
or nonobx iousness. 

Claims 23 and 24 arc rejected under 35 U.S.C. l()3(a) as being unpatentable ox er Strauss 
and .lacnisch (1992) 1 1 :4 17-422 in viexv of Chcrnomordik et al. (1991 ) Bioclum Biophys. Ada 
] 070: 193-1 97. 

The limitations of the claims are recited above. Strauss and Jaenisch teaches a method 
for c'.v vivo introduction of at least one artificial chromosome into a mammalian cell xvherein said 
artificial chromosome is encapsulated in a micelle, and further teach x erifying that the cell has 
been transformed xvith at least one chromosome by selecting for antibiotic resistance (see 
especially Trcmsfcction of VAC DSA into cells beginning in the second column of page 419 and 
continued through the tirst paragraph on page 420). Strauss and Jaenisch teach all of the 
limitations of the claims except for the application of an electric pulse xvhen the cells are 
contacted x\ ith the encapsulated at least one chromosome. 

Chcrnomordik ci al. teaches a method of increasing the binding of liposomes to the cell 
surface by coadnnnistration of an electrical pulse (see especiallx Figure 2 and the caption 
thereto). These teachings demonstrate that liposome mediated introduction of artificial 
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chromosomes mto mammalian cells was known m ihc art al the tmic of filnig and thai il was also 
known that coadmmistralion ofan clcclncal pulse sigmlleantly increases binding ofliposomes lo 
ihc cell surface. It uould ha\e been obvious lo one ofordinary skill in the art at the time the 
inv ention was made lo combmc the teachings ofSlrauss and Jaemsch and Chernomordik el al. 
according lo the teachings of the instant application in order to improve introduction of artificial 
chromosomes into mammalian cells. Motivation lo combine these teachings comes from 
Chernomordik a al. who leaches that coadministration ofan electrical pulse significantly 
increases binding ofliposomes to cells, and from Strauss and Jaenisch who leach, "lal constraint 
of this protocol for efficient transfer of large DNA fragmenls into mammalian cells appears to be 
the low frequency of iransfecled cells which have taken up DNA. only a fraction of which carries 
an inlacl copy of the YAC DNA" (page 421. column 2. first full paragraph). I he prior art teaches 
the skilled artisan all of the process steps of the claimed invention and provides the motivation to 
combine these teachings according to the teachings of the instant application. Therefore the 
claimed invention would be obvious lo one ofordinary skill in the art at the time of llling. 

AUowahle Subject Matter 

Claim 25 would be allowable if rewritten lo ov ercome the rejection(s) under 35 
U.S.C. 112. second paragraph, set forth in this Office action and to include all of the limitations 
of the base claim and anv intervening claims. 



Conclusion 
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Any inquiry concerning this comnuinicalion or earlier coninuinicalions from the 
examiner should be direcled to Daniel Vl Sullivan wliose telephone number is 703-305-4448. 
The examiner can normally be reached on Monday through I-riday 8-4;30. 

If attempts lo reach the examiner b\ telephone are unsuecesslul. the examiner's 
supervisor, Irem \ ucel can be reached on 703-305- 1998. The lax phone numbers for the 
organization where this application or proceeding is assigned arc 703-746-9105 for regular 
communications and 703-746-9105 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 



dms 

October 8, 2002 



' JAMES KETTER 

PRI^AARY mmi^ 



